SUhIMARY Plasma fibronectin was determined in 121 normal adults and in 149 patients. Fibronectin levels in normals were strongly influenced by sex and age. The mean value of the protein in cancer patients did not differ from that in normal controls; however, patients with cryofibrinogenaemia or extensive liver metastases had lower values whereas those with obstructive jaundice due to pancreatic carcinoma had higher values than normal controls. Fibronectin levels were greatly increased in patients with primary biliary cirrhosis and moderately elevated in nephrotic syndrome. In patients with severe infection or sepsis, plasma fibronectin did not show a consistent pattern. Patients with overt disseminated intravascular coagulation, irrespective of its cause, had the lowest plasma fibronectin concentrations.
Fibronectin (also known as cold-insoluble globulin) is a glycoprotein with a molecular weight of 450 000.
It is composed of two apparently identical subunits, which are held together with disulphide bonds.1 2 Fibronectin, which is a normal constituent of plasma, is also widely deposited in connective tissue, blood vessel walls, and basement membranes, being a major non-collagenous component of all organ stroma. Among its several properties of special interest are the following: it crosslinks with fibrin when blood clots through the action of fibrin stabilising factor;3 it has an affinity for fibrin at both room and low temperatures-6 while its affinity for fibrinogen is weak and evident only in the cold;6 it binds to heparin and is the only protein precipitated by heparin at + 40;7 it has a strong affinity and binds to denatured and, less actively, to native collagen;8 it mediates the adhesion of fibroblasts to collagen;9 and it is a mediator of the attachment of denatured collagen to macrophages. 10 The concentrations of plasma fibronectin in normal subjects and in various diseases have been determined in several laboratories.'11-15 However, some of the data reported are contradictory and inadequate for final conclusions to be drawn. In the present study, we report the results of fibronectin measurements in the plasma of 121 normal subjects and of 149 patients with various disease states.
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Material and methods
The clinical material studied included the following groups: (1) 121 normal subjects (61 men and 60 women), mostly blood donors; (2) 94 patients (60 men and 34 women) with advanced cancer. This group included patients with cancer of the lung (14) , stomach (12) , pancreas (16), colon (10), liver (8) , ovaries (6) , and miscellaneous other sites; (3) 24 patients with infection (pneumonia, pyelonephritis, cellulitis) or sepsis (with both Gram-positive and Gram-negative bacteraemia) ( The mean fibronectin concentration in the citrated plasma of 121 normal adults was 325 ± 76,ug/mI. The men had higher fibronectin plasma levels than the women (p = 0-05) ( Table 1 ). The pattern of distribution of plasma fibronectin levels according to sex and age permitted the separation of the whole material into three age groups: 21-30 years, 31-50 years, and over 51 years. The mean value of each subgroup is shown in Table 2 . In both men and women, fibronectin was significantly lower in the 21-30 year group than in the older age groups.
The fibronectin concentrations in men aged [31] [32] [33] [34] [35] [36] [37] [38] [39] [40] [41] [42] [43] [44] [45] [46] [47] [48] [49] [50] and over 51 were similar, while the concentration of protein was lower in women aged 31-50 years than in women over 51 years, but this difference did not reach statistical significance. Analysis of the data in women according to menopausal state showed that premenopausal women had less fibronectin (284-6 ± 71-9 Ksg/ml) than postmenopausal women (347-8 ± 84-1 ,ug/ml) (p < 0-01). When plasma fibronectin levels of the three age groups were related to sex it was found that men aged 31-50 years had significantly higher levels than women of the same age (p < 0-05). In the 5Statthakis, Fountas, Tsianos other age groups there were no significant differences in fibronectin levels between the two sexes.
PLASMA FIBRONECTIN IN CANCER PATIENTS
The mean fibronectin concentration in cancer patients did not differ from that of matched normal controls (Table 3 ). However, of the patients, 19 had fibronectin concentrations above (7 patients) or below (12 patients) the normal limits. The origin of the cancer (evaluated in carcinoma of the lung, stomach, pancreas, colon, ovaries, and liver) did not influence the fibronectin concentration. In contrast, fibronectin levels were influenced by some complications of the disease. As shown in Table 4 , patients with cryofibrinogenaemia had a small but significant decrease in fibronectin levels. In addition, patients with extensive neoplastic infiltration of the liver had low plasma fibronectin whereas the protein was significantly elevated in patients with obstructive jaundice due to carcinoma of the pancreas (Table 5) . 
FIBRONECTIN IN SEVERE INFECTIONS AND SEPSIS, PRIMARY BILIARY CIRRHOSIS, AND
NEPHROTIC SYNDROME (Table 6) The mean fibronectin concentration of patients with severe infections and sepsis did not differ from that of matched normal controls. However, among the patients nine had decreased and one increased values.
In patients with primary biliary cirrhosis fibronectin levels were significantly elevated (p < 0-001).
A small but significant elevation of fibronectin was also found in patients with nephrotic syndrome (p < 0 05). It= 25 (p < 005).
FIBRONECTIN IN OVERT DISSEMINATED INTRAVASCULAR COAGULATION (DIC)
The mean value of fibronectin was much lower in patients with DIC (107 ± 66-6 ,ug/ml) than in corresponding normal controls (336 ± 71-0 ,ug/ml) (p < 0.001). In 14 out of 16 patients studied, fibronectin levels were lower than the lower limits of normal.
Discussion
The results of the present study indicate that plasma fibronectin concentrations in normal adults are strongly influenced by sex and age. Men had higher fibronectin concentrations than women. This finding, which confirms previous observations,1 12 
